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PB Mary Ann Liebert, Inc. 

DT Journal 

LA English 

AB More general and universally applicable drug discovery assay technologies 
are needed in order to keep pace with the recent advances in combinatorial 
chemical and genomics -based target generation. Ligand- induced conformational 
stabilization of proteins is a well -understood phenomenon in which 
substrates, inhibitors, cof actors, and even other proteins provide 
enhanced stability to proteins on binding. This phenomenon is based on 
the energetic coupling of the ligand-binding and protein-melting 
reactions. In an attempt to harness these biophys . properties for drug 
discovery, fully automated instrumentation was designed and implemented to 
perform miniaturized fluorescence-based thermal shift assays in a 
microplate format for the high throughput screening of compound libraries. 
Validation of this process and instrumentation was achieved by 
investigating ligand binding to more than 100 protein targets. The 
general applicability of the thermal shift screening strategy was found to 
be an important advantage because it circumvents the need to design and 
retool new assays with each new therapeutic target. Moreover, the 
miniaturized thermal shift assay methodol . does not require any prior 
knowledge of a therapeutic target's function, making it ideally suited for 
the quant, high throughput drug screening and evaluation of targets 
derived from genomics . 

RE.CNT 53 THERE ARE 53 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Search History Transcript 



Page 1 of 1 



WEST Search History 



DATE: Friday, February 25, 2005 



Hide? Set Name Query Hit Count 

DB=PGPB,USPT,DWPI; PLUR=YES; OP=OR 

□ L3 L2 same (panel or panels) 44 

□ L2 LI same protein 2712 

□ LI fingerprints 30804 

END OF SEARCH HISTORY 



h e b b eg b chh e fee bee 



Search History Transcript 



Page 1 of 1 



WEST Search History 



MHaiBsoBB II mist®® II ©toll ©mm 



DATE: Friday, February 25, 2005 

Set » Hit 
Hide? ^ Query 

DB=USPT,DWPI; PLUR=YES; OP=OR 



1J 


Til 

L.1 1 


L»iu ana ^ciassiiy or ciassincaiion or ciassjnear^^proieinj) or Kinobe^j 


1 s 


PI 


Tin 

L10 


(thermal)near2(shift) 




n 


L9 


(classify or classification or kinase$)near2(protein)neaf5(stability or 
denaturation or folding) 


18 


□ 


L8 


L7 and (classify or classification) 


43 


□ 


L7 


(modify or modification or change or changing)near2(protein)near 5 (stability 
or denaturation or folding) 


598 


□ 


L6 


(denatur$).clm. and (classif$).clm. 


12 


□ 


L5 


L4 and (classif$).clm. 


5 




L4 


(protein$)near3 (classify or classifcation) 


139 


□ 


L3 


(protein$)near3 (classify or classification)nearlO(aggregat$) 


0 


□ 


L2 


(protein$)near3 (classify or classification)near5(aggregat$) 


0 




LI 


(protein$)near3 (classify or classification)near 5 (thermal or denatur$) 


5 



END OF SEARCH HISTORY 



h e b b eg b chh eh fee bee 



